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1 . This opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43bis. l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 

2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
International Preliminary Examining Authority ('tPEA") except that this does not apply where the applicant chooses an 
Authority other than this one to be the IPEA and the chosen IPEA has notified the International Bureau under Rule 66 .1 bis(b) 
that written opinions of this International Searching Authority will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to submit to the 
IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing 
of Form PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/ISA/220. 

3. For further details, see notes to Form PCT/ISA/220. 
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Box No. I Basis of this opinion 


1. With regard to the language, this opinion has been established on the basis of: 




[X] the international application in the language in which it was filed 




| | a translation of the international application into , which is the language of a translation furnished for the purposes of 
international search (Rules 12.3(a) and 23. 1(b)). 

2. This opinion has been established taking into account the rectification of an obvious mistake authorized by or notified to this 
Authority under Rule 91 (Rule 43 bis. 1(a)) 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this opinion has been 
established on the basis of: 


a. type of material 




l~l a sequence listing 




I | table(s) related to the sequence listing 




b. format of material 




I | on paper 




I | in electronic form 




c. time of filing/furnishing 




contained in the international application as filed. 




I | filed together with the international application in electronic form. 




I | furnished subsequently to this Authority for the purposes of search. 


4. n In addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed 
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 


5. Additional comments: 
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applicability; citations and explanations supporting such statement 


1. Statement 








Novelty (N) 


Claims 1-11 




YES 


Claims NONE 




NO 


Inventive step (IS) 


Claims NONE 




YES 


Claims 1-11 




NO 


Industrial applicability (IA) 


Claims 1-11 




YES 


Claims NONE 




NO 



2. Citations and explanations: 
Please See Continuation Sheet 
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V. 2. Citations and Explanations: 

Claims 1-11 lack an inventive step under PCT Article 33(3) as being obvious over Rao et al. (US 2004/01 06681 Al). 

The instant claims are directed to a method of treating cognitive dysfunction associated with fibromyalgia syndrome (FMS) 
comprising administering milnacipran in greater than about 125 mg per day to a patient in need thereof, or administering milnacipran 
adjunctively with a second active compound such as valium. 

Kranzler et al. teach a method of treating fibromylagia syndrome (FMS) comprising administering a therapeutically effective 
amount of dual serotonin norepinephrine reuptake inhibitor such as milnacipran (see abstract; column 2, lines 40-61). Kranzler et al. 
teach daily dosage ranges for treatment of FMS with milnacipran of 25 to 400 mg/day, or more typically 100-250 mg/day. The dosage 
may be administered once per day, or multiple times per day (see column 12, lines 16-29). Kranzler et al. further teach milnacipran can 
be adjunctively administered with other active compounds such as valium (see columns 7-8, lines 18). 

Kranzler et al. do not explicitly teach treating cognitive dysfunction associated with fibromyalgia, or maintaining a daily 
dosage of milnacipran for at least 3 months, or at least 6 months as claimed in the instant claims 4-5. 

However, it would have been obvious to one of ordinary skill in the art at the time of the invention that in treating fibromyalgia 
with the dosage guidelines as taught by Kranzler et al., any cognitive dysfunction associated with the fibromyalgia would also be treated. 
One of ordinary skill in the art would have been motivated to do so in order to treat fibromyalgia in general. One of ordinary skill in the 
art would have had a reasonable expectation of success in also treating any cognitive dysfunction because Kranzler et al. use overlapping 
dosage ranges of milnacipran as claimed for the treatment of fibromyalgia. Furthermore, the optimization of the duration of the dosing 
regime of milnacipran is considered to be within the purview of the ordinary artisan. 

Claims 1-5 and 6-1 1 lack an inventive step under PCT Article 33(3) as being obvious over Rao et al. (US 2004/0106681 Al). 

Rao et al. teach treating neurological disorders such as fibromyalgia by administering high daily dosages of antidepressant, 
such as milnacipran (see abstract; page 1, section [0005]; page 2, section [0028]). Higher dosages of the drug to improve efficacy 
without adverse side effects are achieve by escalating the dosages over time and/or dividing the daily into divided doses (see abstract). 
Rao et al. further teach that milnacipran is preferably administered between 100 mg/day to 400 mg/day, and more preferably 
administered in 200 mg/day to 300 mg/day, wherein the daily dosage is divided into two daily doses (see page 8, sections [0133]- 
[0137]). In specific examples, Rao et al. teach treating fibromyalgia with escalated divided dosages of milnacipran, wherein the end 
daily dosage is 200 mg/day and maintained for 8 weeks after reaching said dosage. Rao et al. teach that higher dosages of (i.e. 200 
mg/day) and divided dosages were more effective in relieving pain than lower once daily dosing (see Examples 1-2, pages 9-11, sections 
[0162] to [0187]). 

Rao et al. do not explicitly teach treating cognitive dy s function associated with fibromyalgia, or maintaining a daily dosage of 
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milnacipran for at least 3 months, or at least 6 months as claimed in the instant claims 4-5. 

However, it would have been obvious to one of ordinary skill in the art at the time of the invention that in treating fibromyalgia 
with using higher divided daily dosages as taught by Rao at al., any cognitive dysfunction associated with the fibromyalgia would also be 
treated. One of ordinary skill in the art would have been motivated to do so in order to treat fibromyalgia in general. One of ordinary 
skill in the art would have had a reasonable expectation of success because Rao et al. teach using the same higher multiple dosing 
regimes (i.e. 200 mg/day) of milnacipran as claimed for the treatment of fibromyalgia. The optimization of the duration of the dosing 
regime of milnacipran is considered to be within the purview of the ordinary artisan. 

Claims 6-7 lack an inventive step under PCT Article 33(3) as being obvious over Rao et al. (US 2004/0106681 Al) in view of 
Kranzler et al. (US 6,602,91 1 B2). 

Rao et al. is described supra, as applied to claims 1-5 and 8-11. 

Rao et al. do not teach adjunctively administering a second compound for the treatment of a cognitive dysfunction associated 
with FMS, wherein the second compound is for example valium. 

Kranzler et al. is described supra, as applied to claims 1-1 1. As previously stated, Kranzler et al. teach administering 
milnacipran adjunctively with a second active compound such as valium for the treatment of FMS. 

It would have been obvious to one of ordinary skill in the art at the time of the invention to treat a cognitive dysfunction 
associated with FMS with milnacipran as obvious over Rao et al., and with an adjunctively administered compound such as valium as 
taught by Kranzler et al. One of ordinary skill in the art would have been motivated to so with a reasonable expectation of success 
because both Rao et al. and Kranzler et al. teach similar dosages of milnacipran for treating FMS. 
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